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is selected from H, C,-C, alkyl, C,-C, alkoxy, -C(t))CH, phenyl, -O-phenyl, 
benzyl, -O-benzy], the phenyl and benzyl rings of tlTese groups being optionally 
substituted by from 1 to 3 substituents selected fmm halogen, C,-C^ alkyl, C-C^ 
alkoxy, -NO,, -NH^, -CN, -CF3, or -OH; / 

R, is selected from -(CH,X-COOH, -«:H,)„-N-(C,-C, alkyl),, -(CH,)„-NH-(C,- 
C, alkyl), -CF,, C,-C, alkyl, Cj-C, cycloall^l, C,-C, alkoxy, -NH-(C,-C, alkyl), -N- 
(C,-Cj alkyl),, pyridinyl, thienyl, furyl, ayrrolyl, quinolyl, (CH,)^phenyI, phenyl,-0- 
phenyl, benzyl, -O-benzyl, adamantyK or morpholinyl, -(CR,)_^-phenyl-0-phenyl, - 
(CH,),-phenyl-CH,-phenyl, -(CH,)/0-phenyl-CH,-phenyl, -(CH,).-phenyl-(0-CH,- 
pheny[)2,the rings of these groups being optionally substituted by from 1 to 3 
substituents selected from halogen, C^-C^ alkyl, C-C^ alkoxy, -NH,, -NO,, - 
CF,,CO,H, or -OH; / 

Rj is selected fr™^ H, halogen, -CF^, -OH, -C,-C,„ alkyl, preferably -C,-C, 
alkyl, C,-C,„ alkoxy, ra^ferably C,-C, alkoxy, -CHO, -CN, -NO^, -NH,, -NH-C,-C, 
alkyl, -N(C,-C. alkyivf -N-SO,-C,-C, alkyl, or -SO,-C,-C, alkyl; 

R3 is selected frorrtH, -CF,, C,-C, lower alkyl, C,-C, lower alkoxy, C,-C,„ cycloalkyl, 
-C,-C, alkyl, -0^C,„ cycloalkyl, -CHO, halogen, (CH,)„C(0)NH, or a moiety of the 
formula -L'-M'; 
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L' indicates a lintcing or bridging group of the formuJae -{CH^\-,/S-, -0-, 
-C(0)-, -(CH,)„-C(0)-, -(CH,X-C(0)-(CH,)„-, -(CH,)„-0-(CH,).-, or -^\-S-(,Cn,X- , 
C(0)C(0)X, -(CH,)„-N-(CH,X-; 

M' is selected from: 

a) H, the group of C-C^ lower allcyl, 0,-0^ lower alkoxy, Cj-C,^ cycloalkyl, 
phenyl or benzyl, the cycloalkyl, phenyl or benzyl longs being optionally substituted 
by from 1 to 3 substituents selected from haIogeti/C,-C,„ alkyl, preferably C,-Cj alkyl, 
C,-C,„ alkoxy, preferably C,-C, alkoxy, -NO^, J^H,, -CN, or -CF,; or 

b) a five-membered heteroiZyclic ring containing one or two ring 
heteroatoms selected from N, S or CVincluding, but not limited to, furan, pyrrole, 
thiophene, imidazole, pyrazole, isothiazole, isoxazole, pyrrolidine, pyrroline, 
imidazolidine, pyrazolidine, pyra^le, pyrazoline, imidazole, tetrazole, oxathiazole, 
the five-membered heterocyclii/ ring being optionally substituted by from 1 to 3 
substituents selected from halpgen, C^-C^^ alkyl, preferably C.-Cj alkyl, C|-Cj„ alkoxy, 
preferably C-C^ alkoxy, -NO,, -NH,, -CN, or -CF,; or 

c) a six-mombered heterocyclic ring containing one, two or three ring 
heteroatoms selected /from N, S or O including, but not limited to, pyran, pyridine, 
pyrazine, pyrimidjne, pyridazine, piperidine, piperazine, tetrazine, thiazine, 
thiadizine, oxaznie, or morpholine, the six-membered heterocyclic ring being 
optionally subst/tuted by from 1 to 3 substituents selected from halogen, C,-C,„ alkyl, 
preferably C,^C^ alkyl, C,-C,„ alkoxy, preferably C,-C, alkoxy, -CHO, -NO^, -NH^, - 
CN, -CF, or/oH; or 
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d) a bicyclic ring moiety containing from 8 to 10 ring atoms and 
optionally containing from 1 to 3 ring heteroatoms selected from N,/S or O including, 
but not limited to benzofuran, chromene, indole, isoindole, itrdoline, isoindoline, 
napthalene, purine, indolizine, indazole, quinoline, isoquinoline, quinolizine, 
quinazoline, cinnoline, phthalazine, or napthyridine, the bicyclic ring moiety being 
optionally substituted by from 1 to 3 substituents selected/from halogen, C,-C,„ alkyl, 
preferably C,-C, aSkyl, C,-C,„ alkoxy, preferably C,-C/alkoxy, -CHO, -NO,, -NH,, - 
CN, -CF3 or -OH; 

is selected from the group of Cj-C^/lower alkyl, C^-C^ lower alkoxy, ■ 
(CH,)„-C,-C, cycloalkyl, -(Cn;)-S-(CH^)-c/c, cycloalkyl, -iCB^\-Q-(C¥l^X-C,-C^ 
cycloalkyl, or the groups of: 



a) -(CH^X-phenyJ-O-phenvr; -(CH,).-phenyl-CH,-phenyl, -(CH,)„-0- 
phenyl-CHj-phenyl, -(CH2)„-phenyl-r)0-CHj-phenyl)2, or a moiety of the formulae: 



^{CH2), 



(CH2)n. 



^(CH2)„. 



(CH2)„^ 



wherein n is independently selected in each appearance as an integer from 0 to 3, 
preferably 0 to 2, more preferably 0 to 1, Y is Cj-C, cycloalkyl, phenyl, benzyl, 
napthyl, pyridipyl, quinolyl, furyl, thienyl or pyrrolyl; rings of these groups being 
optionally substituted by from 1 to 3 substituents selected from H, halogen, -CF3, - 
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indicates a/Jinking or bridging group of the formulae -(CHj)_^-, -S-, -0-, 
-SO,-, -C(0)-, -(CtL,),-C(0)-, -(CH,)„-C(0)-(CH,)„-, -{CH^\-0-(CH^l-, or -(CH,).-S- 
(CH,)„-, -C(0)C(C()X; 
where X = 0,n/ 



is selected from the group of C,-C^ lower alky], Cj-C^ lower alkoxy, C,- 
C,„ cycloSlky!, phenyl or benzyl, the cycloalkyl, phenyl or benzyl rings being 



28 September 2000 
lED142:0CO:SRE/rlk 
GI-5324 PI 
PATENT 

- 142- 

optionally substituted by from 1 to 3 substituents selected from halogen, C|-C,„ alkyl, 
preferably C,-C, alkyl, C,-C,„ alkoxy, preferably C,-C, alkoxy, -NO^, -NH,, -CN, or - 
CF,; or / 

i) a five-membered heterocyclic ring containing one or two ring 
heteroatoms selected from N, S or O including, but nm limited to, furan, pyrrole, 
thiophene, imidazole, pyrazole, pyrrolidine, or tefrazole, the five-membered 
heterocyclic ring being optionally substituted by from 1 to 3 substituents selected 
from halogen, C,-C,„ alkyl, preferably C,-C^ altofl, C,-C,„ alkoxy, preferably C,-C^ 
alkoxy, -NO,, -NH,, -CN, or -CF,; or / 

ii) a six-membered heterocyclic ring containing one, two or three ring 
heteroatoms selected from N, S or y including, but not limited to pyridine, 
pyrimidine, piperidine, piperazine, or inorpholine, the six-membered heterocyclic ring 
being optionally substituted by from 1; to 3 substituents selected from halogen, C,-C|^ 
alky), preferably C,-C, alky], C,-c/alkoxy, preferably C,-C, alkoxy, -CHO, -NO,, - 
NH,, -CN, -CF, or -OH; or / 

iii) a bicyclic ring moiety containing from 8 to 10 ring atoms and 
optionally containing from l/to 3 ring heteroatoms selected from N, S or O including, 
but not limited to benzofutan, indole, indoline, napthalene, purine, or quinoline, the 
bicyclic ring moiety being optionally substituted by from 1 to 3 substituents selected 
from halogen, C,-C,„ allkyl, preferably C^-C, alkyl, C,-C|„ alkoxy, preferably C.-C^ 
alkoxy, -CHO, -NO„/nH,, -CN, -CF3 or -OH; 



n is an integer from 0 to 3; 
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is selected from -COOH, -C(0)-COOH, -(CH,)„-C(0)-COOH, (CH,),,- 
COOH, (CH,X-CH=CH-COOH, -(CH,)„-tetrazole, -CH,-pheiiyl-C(0)-benzothiazole, 



"^(Ci-Cg lower alkyl) 



(Ci-Ce lower haloalkyi) 




X)—P — OH 



or a moiety selected from tlje formulae -L'-M'; 



wherein is a bridging or linking moiety selected from a chemical bond, -(CHj)^-, - 
S-, -0-, -SO,-, -cm-, -(CH,)„-C(0)-, -(CH^X-CCOXCH^X-, -(CIl,X-0-(CH^X-,- 
(CH,)„-S-(CH,)„-, -lt(Z)-N(R,)-, -C(Z)-N(R^-(CH,)„-, -C(0)-C(Z)-N(RJ-, -C(0)- 
C(Z)-N(R,)-(CH,)/, -C(Z)-NH-SO,-, -C(Z)-NH-SO,-(CH,)„-, -(CH,X-S-(CH,)„-, - 
(CH,X-SO-(ChY-, -(CH,X-S0,-(CH,X-, or -(CH,X-CH=CH-(CH,)„-0-; 

M' is /elected from the group of -COOH, -(CH,)„-COOH, -(CH,),-C(0)- 
COOH, tetrajfole. 
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R, and R,. are independently selected from H, halo/en, -CFj, -OH, -C,-C,„ 
alkyl, -S-C,-C,„ alkyl, C,-C,„ alkoxy, -CN, -NO,, -Nh/ -HN(C,-C,), -N(C,-C,),, 
phenyl, -0-phenyl, -S-phenyl, benzyl, -O-benzyl, or -S-Wenzyl, the phenyl and benzyl 
rings of these groups being optionally substituted by from 1 to 3 substituents selected 
from halogen, C,-C, alkyl, C,-Q alkoxy, -NO,, -NI^-CN, -CF,, or -OH; 



is selected from H, halogen, -CFjy-OH, -C,-C,„ alkyl, preferably -C,-Q 
alkyl, C -C,„ alkoxy, preferably C,-C, alkoxy, -CHO, -CN, -NO,, -NH,, -NH-C,-C, 
alkyl, -N(C,-C, alkyl),, -N-SO,-C,-C, alky/or -SO,-C,-C, alkyl; 

Rj is selected from H, -CP,, (C.-C, lower alkyl, C,-C^ lower alkoxy, 
cycloalkyl, -C,-C, alkyl, -C,-C,„ c^oalkyl, -CHO, halogen, or (CH,) C(0)NH, or a 
moiety of the formula -L'-M': 

L' indicates a linking^r bridging group of the formulae -(CH,\-, -S-, -0-, 
-C(0)-, -(CH,)„-C(0)-, -{Cl()„-C(0)-(CH,)„-, -(CH,)„-0-(CH,)„-, or -(CH,)„-S-(CH,)„-, 

c(o)c(o)X, -(Ch,)„-n-«:h,x-, 



M' is selectec/from: H, C,-Cj lower alkyl, C,-Cj lower alkoxy, C,-C,„ 
cycloalkyl, phenyl/or benzyl, the cycloalkyl, phenyl or benzyl rings being optionally 
substituted by frgirn 1 to 3 substituents selected from halogen, C,-C,„ alkyl, preferably 
C,-C, alkyl, C,-^,„ alkoxy, preferably C,-C, alkoxy, -NO,, -NH,, -CN, or -CF,; 



R4 ii a moiety of the formulae -(CH,),-A, -(CH,X-S-A, or -(CH,X-0-A, 
wherein A/is the moiety: 
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wherein: 

Ri and R,. are independently selected from H, halogen, -CFj, -OH, -Cj-Cj„ 
alkyl, preferably -C,-C, alkyl, -S-C,-C,„ ^kyl, preferably -S-C,-C, alkyl, C,-C,„ 
alkoxy, preferably C,-C, alkoxy, -CN, -NoZ-NH,, -HN(C,-C,), -N(C,-CJ„ phenyl, - 
O-phenyl, -S-phenyl, benzyl, -0-benzyl/-S-benzyl, the phenyl and benzyl rings of 
these groups being optionally substituted by from 1 to 3 substituents selected from 
halogen, C,-C, alkyl, C,-C, alkoxy, JiO,, -NH,, -CN, -CF,, or -OH; 
or R| and R,, are independently a rhoiety of the formulae: 
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is selected from H, C,-C, alkyl, C,-C, aJkox^-, -CCOCH^ phenyl, -O-phenyl, 
benzyl, -O-benzyl, the phenyl and benzyl rings /of these groups being optionally 
substituted by from 1 to 3 substituents selected from halogen, C,-C, alkyl, C,-Cj 
alkoxy, -NO,, -NH,, -CN, -CF,, or -OH; 

R, is selected from -(CH^X-COOrf, -(CH,X-N-(C,-C, alkyl),, -(CH,X-NH-(C,- 
alkyl), -CF3, C,-C, alkyl, C,-C, cyclbalkyl, C,-C, alkoxy, -NH-(C,-C, alkyl), -N- 
(C,-C^ alkyl),, pyridinyi, thienyl, furyl, pyrrolyl, quinolyi, CCH,)^,phenyl, phenyl,-0- 
phenyl, benzyl, -O-benzyl, adamantyl, or morpholinyl, -(CH,)|,-phenyl-0-phenyl, - 
(CH,),-phenyl-CH,-phenyl, -(CH;)„-0-phenyl-CH,-phenyl, -(CH,)„-phenyl-(0-CH,- 
phenyl),,the rings of these groups being optionally substituted by from 1 to 3 
substituents selected from /halogen, C,-Cj alkyl, C,-C^ alkoxy, -NH,, -NO,, - 
CF3,CO,H, or -OH; 



R, is selected f/om H, halogen, -CF3, -OH, -C,-C,„ alkyl, preferably -C,-C^ 
alkyl, C,-C,„ alkoxy,/freferably C,-C, alkoxy, -CHO, -CN, -NO,, -NH,, -NH-C,-C, 
alkyl, -N(C,-C^ alkyl),' -N-SO,-C,-C, alkyl, or -SO,-C,-C, alkyl; 



R3 is selected from H, -CF3, C -C, lower alkyl, C,-C, lower alkoxy, Cj-C,^ cycloalkyl, 
-C,-C, alkyl, tC,-C,„ cycloalkyl, -CHO, halogen, (CH,)„C(0)NH, or a moiety of the 
formula -L'-i 
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L' indicates a linking or bridging group of the formulae -(CH^)^-, -S-, -0-, 
-C(0)-, -(CH,)„-C(0)-, -(CH,)„-C(0)-(CPf,)„-, -(CH,)„-0-(CH,)„-^-(CH,),-S-(CH,)„-, 
C(0)C(0)X, -(CH,)„-N-(CH,X / 

M' is selected from: / 

a) H, the group of C,-C^ lower alkyt, C,-Cj lower alkoxy, C^-C,^ 
cycloalkyl, phenyl or benzyl, the cycloalkyl, phenyl or benzyl rings being optionally 
substituted by from 1 to 3 substituents seiected/rom halogen, C,-C,„ alkyl, preferably 
Cj-Cj alkyl, C,-C,„ alkoxy, preferably C,-C, aVkoxy, -NO,, -NIL,, -CN, or -CP,; or 



b) a five-membered heterocyclic ring containing one or two ring 
heteroatoms selected from N, S or O including, but not limited to, furan, pyrrole, 
thiophene, imidazole, pyrazole, /isothiazole, isoxazole, pyrrolidine, pyrroline, 
imidazolidine, pyrazolidine, pyra/ole, pyrazoline, imidazole, tetrazole, oxathiazole, 
the five-membered heterocyclic ring being optionally substituted by from 1 to 3 
substituents selected from hal Bgen, Cj-C,„ alkyl, preferably C,-C, alkyl, C,-C,„ alkoxy, 
preferably C.-C^ alkoxy, -N0„ -NH^, -CN, or -CF3; or 

c) a six-membered heterocyclic ring containing one, two or three ring 
heteroatoms selected /rom N, S or O including, but not limited to, pyran, pyridine, 
pyrazine, pyrimidine, pyridazine, piperidine, piperazine, tetrazine, thiazine, 
thiadizine, oxazine, or morpholine, the six-membered heterocyclic ring being 
optionally substituted by from 1 to 3 substituents selected from halogen, C,-C,„ alkyl, 
preferably C,-g( alkyl, C,-C,„ alkoxy, preferably C,-C, alkoxy, -CHO, -NO,, -NH,, - 
CN, -CF3 or ^H; or 
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d) a bicyclic ring moiety containing from 8 to 10/nng atoms and 
optionally containing from 1 to 3 ring heteroatoms selected from J^, S or O including, 
but not limited to benzofuran, chromene, indole, isoindole^ndoline, isoindoline, 
napthalene, purine, indolizine, indazole, quinoline, isoquinoline, quinolizine, 
quinazoline, cinnoline, phthalazine, or napthyridine, the/bicyclic ring moiety being 
optionally substituted by from 1 to 3 substituents selected from halogen, C|-C,„ alkyl, 
preferably C,-C^ alkyl, C,-C,„ alkoxy, preferably C,^^ alkoxy, -CHO, -NO^, -NH^, - 
CN, -CF, or -OH; / 



is selected from the group of Cj-G, lower alkyl, C,-Cj lower alkoxy, - 
(CH,)_-C,-C, cycloalkyl, -(CH,),-S-(CH,).-^,-C, cycloalkyl, -(CH,)„-0-(CH,)„-C3-C5 
cycloalkyl, or the groups of; 

a) a moiety of the formulae -(CH^X-A, -(CH,)^-S-A, or -(CH,)„-0-A, 
wherein A is the moiety: 




wherein 

DisH, C,-C, low^r alkyl, C,-C, lower alkoxy, or -CF,; 

B and C are independently selected from phenyl, pyridinyl, furyl, thienyl, 
pyrimidinyl or pyrrolvl groups, each optionally substituted by from 1 to 3, preferably 
1 to 2, substituents fleeted from H, halogen, -CF,, -OH, -C,-C, alky], C,-C, alkoxy, 
or -NO^; or 



b) 



moiety of the formula -L^-M^, wherein: 
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indicates a linking or bridging group of the formulae -(GH,)^-, -S-, -0-, 
-SO,-, -C(0)-, -(CH,)„-C(0)-, -(CH,)„-C(0)-(CH,V, -(CH,)„-0/(CH,)„-, or -(CH,)„-S- 
(CH,),,-, -C(0)C(0)X; / 
where X = 0,N / 

is selected from the group of C,-C^ lower/alkyl, C.-Q lower alkoxy, C,- 
C,„ cycloalkyl, phenyl or benzyl, the cycloalkyl/ phenyl or benzyl rings being 
optionally substituted by from 1 to 3 substituent&4elected from halogen, C,-C,„ alkyl, 
preferably C,-C, alkyl, C,-C,„ alkoxy, preferab^ C,-C, alkoxy, -NO,, -NH,, -CN, or - 
CF,; or / 

i) a five-membered heterofcyclic ring containing one or two ring 
heteroatoms selected from N, S or y including, but not limited to, furan, pyrrole, 
thiophene, imidazole, pyrazole, pyrrolidine, or tetrazole, the five-membered 
heterocyclic ring being optionall/ substituted by from 1 to 3 substituents selected 
from halogen, C,-C,„ alkyl, preferably C,-C^ alkyl, C,-C,„ alkoxy, preferably C,-Cj 
alkoxy, -NO,, -NH,, -CN, or -CF,; or 

ii) a six-membfered heterocyclic ring containing one, two or three ring 
heteroatoms selected from N, S or O including, but not limited to pyridine, 
pyrimidine, piperidineTpiperazine, or morpholine, the six-membered heterocyclic ring 
being optionally substituted by from 1 to 3 substituents selected from halogen, C,-C,„ 
alkyl, preferably c/c, alkyl, C,-C,„ alkoxy, preferably C.-q alkoxy, -CHO, -NO,, - 
NR., -CN, -CF3 a/-OH; or 

iii) /a bicyclic ring moiety containing from 8 to 10 ring atoms and 
optionally containing from 1 to 3 ring heteroatoms selected from N, S or O including. 
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but not limited to benzofuran, indole, indoline, naptlialene, purme, or quinoline, the 
bicyclic ring moiety being optionally substituted by from 1 tt/s substituents selected 
from halogen, C,-C,„ alkyl, preferably C,-C, alkyl, C,-C,/alkoxy, preferably C,-C, 
alkoxy, -CHO, -NO,, -NH,, -CN, -CF, or -OH; 

n is an integer from 0 to 3; 



R, is selected from -COOH, -C(0)-CQ6h, -(CH,X-C(0)-C00H, -(CH,),- 
COOH, (CH^X-CH=CH-COOH, -(CH^)„-tetraz61e, -CH,-phenyl-C(0)-benzothiazole, 




or a moiety selected from the formulae -L'-M'; 



wherein L' is a bridging or linking moiety selected from a chemical bond, -(CH,)^-, - 
S-, -0-, -SO,-, -C(0)-, -(CH,).-C(0)-, -(CH,)„-C(0)-(CH,)„-, -(CH,).-0-(CH,).-,- 
(CH,)„-S-(CH,)„-, -.C(Z)-N(R,)-, -C(Z)-N(R,)-(CH,)„-, -C(0)-C(Z)-N(R,)-, -C(0)- 
C(Z)-N(R,)-(CH,/-, -C(Z)-NH-SO,-, -C(Z)-NH-SO,-(CH,)„-, -(CH,)„-S-(CH,).-, - 
(CH,)„-SO-(CH,/)„-, -(CH,)„-SO,-(CH,)„-, or -(CH,)„-CH=CH-(CH,).-0-; 
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A 



D— P — OH 



, or 

n is an integer from 0 to 3; 



V 



R, is selected from H, halogen, -CF3, -OH, -QOOH, -(CH,)„-COOH, 
^10 -(CH,X-C(0)-COOH, -C,-C, alkyl, -0-C,-C, alk/, -NH(C,-C, alkyl), or -N(C,-C, 
alkyl)^; 

n is an integer from 0 to 3; 



R,„ is selected from the group of W, halogen, -CF3, -OH, -(CH,)^-COOH, 
15 -(CH,X-C(0)-COOH, -C,-C, alkyl, -O-C.-C, alkyl, -NH(C,-C, alkyl), -N(C,-C, alkyl),. 




/-IV 
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R„ is selected from H, C,-C, lower alkyl, C,-C, cycloalkyl, -CF3, -COOH, - 
(CH,)„-COOH, -(CH,).-C(0)-COOH, / 




with a proviso that the complete moiety at the indole or indoline 1 -position 
created by any combination of R,, R,, R,, R,„, arra/or R,, shall contain at least one 
acidic moiety selected from or containing a carbOxylic acid, a tetrazole, or a moiety of 
the formulae: -C(0)-NH,, -(CH,)^-C(0)-NH,, / 




n is an integer from 0 to 3; / 
or a pharmaceutically acceptable/salt thereof. 

5. A compound /of Claim 1 having the formulae: 




wherein: 
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R, is selected from H, halogen, -CF,, -OH, -C,-C,„ alkyl, preferably -C,-C, 
alkyl, -S-C,-C;„ alkyl, preferably -S-C^-C, alkyl, C,-C,„ alkoxyf preferably C,-C, 
alkoxy, -CN, -NO,, -NH,, -HN(C,-C,), -N(C,-C^),, phenyl,^-phenyl, -S-phenyl, 
benzyl, -O-benzyl, -S-benzyl, the phenyl and benzyl ring/ of these groups being 
optionally substituted by from 1 to 3 substituents selectedTrom halogen, C.-C^ alkyl, 
C,-C, alkoxy, -NO,, -NH,, -CN, -CF,, or -OH; 
or R, and R,, are independently a moiety of the formulae: 



f?6 



R, is selected fr6m H, C,-C. alkyl, C,-C, alkoxy, -C(0)CH3 phenyl, -O-phenyl, 
benzyl, -O-benzyl, ttle phenyl and benzyl rings of these groups being optionally 
substituted by frorti 1 to 3 substituents selected from halogen, Cj-C^ alkyl, Cj-C, 
alkoxy, -NO,, -NH;, -CN, -CF,, or -OH; 
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5 R, is selected from -(CH,X-COOH, -(CH,X-N-(C,-C, alkyj^, -(CH^X-NH-(C,- 

alkyl), -CF3, C,-C, alkyl, Cj-C, cycloalkyl, 0,-^ alkoxy, -NH-(C,-C, alkyl), -N- 
(C,-Cj alkyl)^, pyridinyl, thienyl, furyl, pyrrolyl, quinolyl, (CK,)_phenyl, phenyl,-0- 
phenyl, benzyl, -O-benzyl, adamantyl, or morpholinyl, -CCH^j^-phenyl-O-phenyl, - 
(CH,)„-phenyl-CH,-phenyl, -(CH,X-0-phenyl-CHj-phen/, -(CHj)„-phenyl-(0-CHj- 
10 phenyOj.the rings of these groups being optionally/substituted by from 1 to 3 
substituents selected from halogen, C.-C^ alkyl,/Cj-Cj alkoxy, -NH^, -NO^, - 
CF3,CO,H, or -OH; / 

R, is selected from H, halogen, -CvJ-Oii, -C,-C,„ alky], preferably -C,-C^ 
15 alkyl, C,-C,„ alkoxy, preferably C,-C, alkox^, -CHO, -CN, -NO,, -NH,, -NH-C,-C, 
alkyl, -NCCj-Cj alkyl)j, -N-SO,-C -C, alkylyfar -SO,-C,-C, alkyl; 

R3 is selected from H, -CF,, C,-q lows/ alkyl, C,-C, lower alkoxy, Cj-C,^ cycloalkyl, 
-C,-Cj alkyl, -Cj-C,„ cycloalkyl, -CHO, halogen, -(CHjXC(O)NH, or a moiety of the 
20 formula -L'-M': / 

L' indicates a linking or tSridging group of the formulae -(CH,)_^-, -S-, -0-, 
-C(0)-, -(CH,)„-C(0)-, -(CH,)/c(0)-(CH,)„-, -(CH,X-0-(CH,).-, or -(CH,)„-S-(CH,X-, 
C(0)C(0)X, or -(ch,x-n-(g4),; 
25 where X is O or N / 

M' is selected frc/m: 

a) H, the grdUp of C,-Cj lower alkyl, C,-Cj lower alkoxy, Cj-C,;, cycloalkyl, 
30 phenyl or benzyl, thfe cycloalkyl, phenyl or benzyl rings being optionally substituted 
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by from 1 to 3 substituents selected from halogen, C,-C,„ alkyl/preferably C,-C^ alkyl, 
C,-C,„ alkoxy, preferably C,-Cj alkoxy, -NO,, -NH,, -CN, or/cFj; or 

b) a five-membered heterocyclic ring containing one or two ring 
heteroatoms selected from N, S or O including, but' not limited to, furan, pyrrole, 
thiophene, imidazole, pyrazole, isothiazole, is<5xazole, pyixolidine, pyrroline, 
imidazolidine, pyrazolidine, pyrazole, pyrazoline( imidazole, tetrazole, oxathiazole, 
the five-membered heterocyclic ring being oj/tionally substituted by from 1 to 3 
substituents selected from halogen, C|-C,„ alkyi, preferably C,-C^ alkyl, C|-C,„ alkoxy, 
preferably C^-C, alkoxy, -NO,, -NH,, -CN, -CF,; or 

c) a six-membered heteroc/clic ring containing one, two or three ring 
heteroatoms selected from N, S or Qnncluding, but not limited to, pyran, pyridine, 
pyrazine, pyrimidine, pyridazine/ piperidine, piperazine, tetrazine, thiazine, 
thiadizine, oxazine, or morphomie, the six-membered heterocyclic ring being 
optionally substituted by from 1/to 3 substituents selected from halogen, C,-C,„ alkyl, 
preferably C,-C, alkyl, C,-C,„^koxy, preferably C,-C^ alkoxy, -CHO, -NO,, -NH,, - 
CN, -CF3 or -OH; or / 

d) a bicyclio' ring moiety containing from 8 to 10 ring atoms and 
optionally containing frOm 1 to 3 ring heteroatoms selected from N, S or O including, 
but not limited to benzofuran, chromene, indole, isoindole, indoline, isoindoline, 
napthalene, purine/ indolizine, indazole, quinoline, isoquinoline, quinolizine, 
quinazoline, cinncfline, phthalazine, or napthyridine, the bicyclic ring moiety being 
optionally substituted by from 1 to 3 substituents selected from halogen, C,-C,o alkyl, 
preferably C,-c/^ alkyl, C,-C,„ alkoxy, preferably C,-C, alkoxy, -CHO, -NO,, -NH,, - 
CN, -CF3 or -DH; 
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R, is selected from the group of C,-Cj lower alkyl, C,-C/ lower alkoxy, -(CH^)^- 
C,-C, cycloalkyl, -(CH,)„-S-(CH,X-C,-C, cycloalkyl/ -(CH,),-0-(CH,)„-C,-C, 
cycloalkyl, or the groups of: / 

a) a moiety of the formulae -(CH,)„-^ -(CH^X-S-A, or -(CH^X-O-A, 
wherein A is the moiety; / 

/ rc 

B / 

wherein / 

D is H, C,-C, lower alkyl, C,-C7lower alkoxy, or -CF3; 

B and C are independently ssHected from phenyl, pyridinyl, furyl, thienyl, 
pyrimidinyl or pyrrolyl groups, each/optionally substituted by from 1 to 3, preferably 
1 to 2, substituents selected from H, halogen, -CF,, -OH, -C,-C, alkyl, C,-C, alkoxy, 
or -NO^; / 

R, is selected from /cOOH, -C(0)-C0OH, -(CH,)„-C(0)-COOH, -(CH^).- 
COOH, (CH,X-CH=CH-Cc/oH, -(CH3),-tetrazole, or 




or a moiety selected from the formulae -L'-M'; 
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wherein L' is a bridging or linking moiety selected from a /hemical bond, -(CHj)^-, - 
SO,-, -C(0)-, -(CH,)„-C(0)-, -(CH,)„-C(0)-(CH,)„-, /cH,)„-0-(CH,\-,-(CH,)„-S- 
(CH^)„-, -(CH,)„-SO-(CH,)„-, -(CH,),-SO,-(CH,X-, or -(GH,)„-CH=CH-(CH,)„-0-; 

M' is selected from the group of -CO0h/-(CH,)„-CO0H, -(CH,)„-C(0)- 
COOH, tetrazole, / 




where R,, R, can be attaotied anywhere in the cyclic or bicyclic system, 
n is an integer from 0 to 3; 



Rj, in each Appearance, is independently selected from H, -COOH, -(Cfl,),- 
COOH, -CCil)^-c/o}-COOH, tetrazole, -C(0)-NH^, -(CH,)„-C(0)-NH,, 



O— P — OH 



X 

, or - XIH; 



n is an integer from 0 to 3; 
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R, is selected from H, halogen, -CF,, -OH, -C00H/-(CH,)„-C00H, 
-(CH,VC(0)-COOH, -C,-C, alky], -0-C,-C, alkyl, -r^H(C,-C, alkyl), or -N(C,-C, 
10 alkyl),; 

n is an integer from 0 to 3; 



with a proviso that the complete moiety at the indole or indoline 1- 
position created by any combination of R,, Kg, R,, shall contain at least one acidic 
15 moiety selected from or containing a carboxylic acid, a tetrazole, or a moiety of the 
formulae: -C(0)-NH„ -(CH,)„-C(0)-NH,7 




v 



,0— OH 




>H or 



n is an integer from 0 to 3; 
20 or a pharmaceutically acceptable salt thereof. 



A compound of Claim 1 having the formulae: 
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R, is selected from H, halogen, -CF,, -OH, -C,-C,„ alkyl, preferably -C-C^ 
alkyl, -S-C,-C,„ alkyl, preferably -S-C,-C, alkyl, C,-C,„ alkoxy, preferably C.-C^ 
alkoxy, -CN, -NO,, -NH,, -HN(C,-q), -n/c^-C,\, phenyl, -O-phenyl, -S-phenyl, 
benzyl, -O-benzyl, -S-benzy!, the pheny/ and benzyl rings of these groups being 
optionally substituted by from 1 to 3 substituents selected from halogen, C^-C^ alkyl, 
C,-C, alkoxy, -NO^, -NH,, -CN, -CF,, of -OH; 
or R, and R,, are independently a moiety of the formulae: 
or a moiety of the formulae: 
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R, is selected from H, C,-C, alkyl, C,-C, alkoxy.yfcCOjCH, phenyl, -O-phenyl, 
benzyl, -0-benzyl, the phenyl and benzyl rings of ihese groups being optionally 
substituted by from 1 to 3 substituents selected from halogen, C,-Cj alkyl, C.-C^ 
alkoxy, -NO,, -NH,, -CN, -CF,, or -OH; 

R, is selected from -(CH,).-COOH, -(dH,)„-N-(C,-C, alkyl),, -(CH,)„-NH-(C,- 
C, alkyl), -CF3, C,-C, alkyl, C3-C, cycloalkyi, C,-C, alkoxy, -NH-(C,-C. alkyl), -N- 
(C.-Cj alkyl)^, pyridinyl, thienyl, furyl, p/rrolyl, quinolyl, (CH,)^phenyI, phenyl, -O- 
phenyl, benzyl, -O-benzyl, adamantyl,/or morpholinyJ, -(CH2)_,-phenyl-0-pheny], - 
(CH,)„-phenyl-CH,-phenyl, -(CHj)„-c/-phenyl-CH,-phenyl, -(CH^)„-phenyl-(0-CH,- 
phenyl)j,the rings of these groups/ being optionally substituted by from 1 to 3 
substituents selected from halopfen, C^-C^ alkyl, C.-C^ alkoxy, -NH,, -NO^, 
CFyCOfl, or -OH; 

R, is selected from halogen, -CP,, -OH, -C,-C,„ alkyl, preferably -C,-C, 
alkyl, C,-C,„ alkoxy, prefer/bly C,-C, alkoxy, -CHO, -CN, -NO,, -NH,, -NH-C,-C, 
alkyl, -N(C,-C, alkyl),, -N/SO,-C,-C, alkyl, or -SO,-C,-C, aikyi; 



R, is selected from H, ^CF,, C,-C, lower alkyl, C,-Cj lower alkoxy, Cj-C,, cycloalkyl, 
-C,-C^ alkyl, -Cj-C.^/ycloalkyl, -CHO, halogen, (CH,) C(0)NH, or a moiety of the 
formula -L'-M': 



L' indicates a linking or bridging group of the formulae -(CH,)^-, 
-C(0)-, -(CH,)/c(0)-, -(CH,)„-C(0)-(CH,)„-, -(CH,).-0-(CH,).-, or -(CH,)„-S-(CH,)„-, 
C(0)C(0)X, -/cPi,)„-N-(CH,)„; 
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M' is selected from: 

a) H, the group of C,-Cj lower alkyl, C/C, lower alkoxy, C,-C,„ 
cycloalkyl, phenyl or benzyl, the cycloalkyl, phenyl or l3enzyl rings being optionally 
substituted by from 1 to 3 substituents selected from halogen, C,-C|„ alkyl, preferably 
C,-C, alkyl, C,-C,„ alkoxy, preferably C,-C, alkoxy, /NO,, -NH^. -CN, or -CF,; or 



is selected from the group of C,-Cy lower alkyl, C.-C^ lower alkoxy, - 
(CH,)„-C,-C^ cycloalkyl, -(CH,).-S-(CH,)„-C^^, cycloalkyl, -(CH^\-0-(_ClL,\-C,-C^ 
cycloalkyl, or the groups of: 

a) a moiety of the formul/e -(CH^),-A, -(CH,X-S-A, or -(CH3)„-0-A, 
wherein A is the moiety: 




wherein 

D is H, C,-C, lower alkyl, C,-C, lower alkoxy, or -CF,; 

B and C are independently selected from phenyl, pyridinyl, furyi, thienyl, 
pyrimidinyl or pyrrolyl groups, each optionally substituted by from 1 to 3, preferably 
1 to 2, substituents selected from H, halogen, -CF,, -OH, -C.-C, alkyl, C,-Cj alkoxy, 
or -NO^; / 



R, is selected from -COOH, -C(0)-COOH, -(CH,X-C(0)-COOH, -(CH,)„- 
COOH, (CH,)„-CH=CH-COOH, -(CH,)„-tetrazole, or a moiety selected from the 
formulae -L'-M'; 
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5 wherein is a bridging or linking moiety selected from /chemical bond, -(CHj)^-, - 
(CH,)„-C(0)-(CH,).-, -(CH,)„-0-(CH,)„-,-(CH,)„-S-(CH;).-, -(CH,).-S0-(CH,).-, - 
(CH,)„-SO,-(CR,),-, or-(CH,),-CH=CH-(CH,)„-0-; / 

M' is selected from the group of -COOHf, -(CH,)„-COOH, -(CH,)„-C(0)- 
COOH, tetrazole. 




where Rj, R, can be attached anywhere in the cyclic or bicyclic system, 
n is an integer from 0 to^'3; 

Rg, in each appearance, is independently selected from H, -COOH, -(CH^X- 
COOH, -(CH,)„-C(0)-COOH, tetrazole, -C(0)-NH„ -(CH,),-C(0)-NH,, 
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O— P — OH 




n is an integer from 0 to 3; 



a, is selected from H, halogen, -CF,, -OH, -COOH, -(CH3)^-COOH, 
-(CH,X-C(0)-COOH, -C,-C, alkyl, -0-C,-C, alkyl,/4[H(C,-C, alkyl), or -N(C,-C, 
■ 10 alkyl)^; 

n is an integer from 0 to 3; 



with a proviso that the complete moiety at the indole or indoline 1- 
position created by any combination of R^, S^, R,, shall contain at least one acidic 
15 moiety selected from or containing a carboxylic acid, a tetrazole, or a moiety of the 
formulae: -C(0)-NH,, -(CH,),-C(0)-NH„ 




'H or ^"^^H" 



or a pharmaceutically acceptable salt thereof. 
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wherein: 

Ri and Ri- are independently selected from H, halogen, -CF3, -OH, -C,-Cio 
alkyl, preferably -Cj-Ce alkyi, -S-C,-Cio/aIkyl, preferably -S-Ci-Q alkyl, Ci-do 
alkoxy, preferably C-Cs alkoxy, -CN, -JfOz, -NH2, -HN(C,-C6), -N(C,-C6)2, phenyl, 
-O-phenyl, -S-phenyl, benzyl, -O-benzyl, -S-benzyl, the phenyl and benzyl rings of 
these groups being optionally substituted by from 1 to 3 substituents selected from 
halogen, C,-C, alkyl, C,-C, alkoxy,yNO,, -NH^, -CN, -CF,, or -OH; 
or R,and R,. are independently a moiety of the formulae; 
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R7 ^ R/-^ 



Re is selected from H, Ci-Ce alkyl, C1-C6 alkos^y, phenyl, -O-phenyl, benzyl, - 
O-benzyl, the phenyl and benzyl rings of these groups being optionally substituted by 
from 1 to 3 substituents selected from halogen,^Ci-C6 alkyl, Ci-Q alkoxy, -NO2, - 
NH2, -CN, -CF3,or -OH; 

R7 is selected from -OH, -CF3, C-Cie alkyl, Ci-Ce alkoxy, -NH-(Ci-C6 alkyl), 
-N-(Ci-C6 alkyl)2, pyridinyl, thienyl, funyl, pyrrolyl, phenyl, -O-phenyl, benzyl, -O- 
benzyl, the rings of these groups being optionally substituted by from 1 to 3 
substituents selected from halogen, /CN, Cj-Ce alkyl, C1-C6 alkoxy, -NO2, -NH2, - 
CFj, or -OH; 

R2 is selected from H,/iialogen, -CF3, -OH, -Ci-Cio alkyl, preferably -Ci-Ce 
alkyl, C,-C,o alkoxy, preferably C-Ce alkoxy, -CHO, -CN, -NO2, -NH2, -NH-Ci-Ce 
alkyl, -N(C|-C6 a!kyl)2, -N-^02-Ci-C6 alkyl, or -SOa-Cj-Ce alkyl; 



R3 is selected from H, -Ci-Cio alkyl, preferably -Ci-Ce alkyl, -(CH2)-OH, 
(CH2)„C(0)NH2, -Ca-O-CC-Ce alkyl, -CH2-0-CH2-phenyl, -CH2-N-(Ci-C6 alkyl), - 
CH2-N-CH2-phenyl< the phenyl rings of which are optionally substituted by I or 2 
groups selected from H, halogen, -CF3 or -Ci-Ce alkyl; 



X is O or 
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R4 is a moiety of the formulae -(CH2)„-A, -(CH2)n-S-A, or ^(CH2)n-0-A, wherein 
A is the moiety: 



wherein 

DisH, C1-C6 lower alkyl, Ci-Ce lower alkoxy, or -CF3; 

B and C are independently selected {ram phenyl, pyridinyl, furyl, thienyl or 
pyrrolyl groups, each optionally substituted by from 1 to 3, preferably 1 to 2, 
substituents selected from H, halogen, -C^}, -OH, -Ci-Ce alkyl, Cr-Cs alkoxy, or - 
NO2; 



R5 is a moiety selected from the groups of: 
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benzy), -O-benzyl, -S-benzyl, the phenyl and benzyl rings of these groups being 
optionally substituted by from 1 to 3 substituents selected frpn halogen, C,-C^ alkyl, 
C,-C, alkoxy, -NO,, -NH,, -CN, -CF,, or -OH; / 

R2 is selected from H, halogen, -CF3, -OH, -g(-Cio alkyl, preferably -Ci-Ce 
alkyl, Ci-C,o alkoxy, preferably C-Cs alkoxy, -CIK), -CN, -NO2, -NH2, -NH-C-Ce 
alkyl, -N(C,-C6 alkyl)2, -N-SOj-d-Cs alkyl, or -S(z(-Ci-C6 alkyl; 

R3 is selected from H, -Ci-do alky/ preferably -Ci-Cs alkyl, -(CH2)-OH, 
(CH2)„C(0)NH2, -CH2-0-(C,-C6 alkyl), -Ca-O-CHa-phenyi, -CH2-N-(Ci-C6 alkyl), - 
CH2-N-CH2-phenyl, the phenyl rings ofywhich are optionally substituted by 1 or 2 
groups selected from H, halogen, -CF3 or -Ci-Ce alkyl; 

n = Oorl. / 

R4 is a moiety of the formutee -(CH2)n-A, -(CH2)„-S-A, or -(CH2)n-0-A, wherein 
A is the moiety: / 

wherein / 

D is H, C\-Cf, AowsT alkyl, C1-C6 lower alkoxy, or -CF3; 

B and C are/independently selected from phenyl, pyridinyl, furyl, thienyl or 
pyrrolyl groups, pach optionally substituted by from 1 to 3, preferably 1 to 2, 
substituents sehdted from H, halogen, -CF3, -OH, -Ci-Ce alkyl, Ci-Ce alkoxy, or - 
NO2; / 
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(CH2)n 




wherein L' is a bridging or linking moiety selected from a chemical bond, -(CH^)^,-, - 
(CH,)„.-C(0)-(CH,X.-, -(CIt)>0-(CH,)„.-,-(CH,X,-S-(CH,X,-, -(CH,),-SO-(CH,)„,-, - 
(CH,)„.-SO,-(CH,X,-, or -raH,X.-CH=CH-(CH,X,-0-; 
10 n' in each instance is independently selected as an integer from 0 to 5; 

or a pharmaceutically acceptable salt thereof. 

10. A compound of Claim 1 which is 4-{[(E)-4-(3-benzhydryl-5-chloro-2- 
raethyl-lH-indol-l-yl)-2-butenyl]oxy)benzoic acid or a pharmaceutically acceptable 
1 5 salt thereof. 



11. A compound of Claim 1 which is 4-[2-(3-benzhydryl-5-chloro-2- 
methyl-lH-indol-l-yl)ethoxy]benzoic acid or a pharmaceutically acceptable salt 
thereof. 



20 
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12. A compound of Claim 1 which is 3-{4-[2-(3-benzhydryI-5-chIoro-2- 
methyl-lH-indol-l-yl)ethoxy]phenyl}propanoic acid or a pharmaceutically 
acceptable salt thereof. 

13. A compound of Claim 1 which is 3-(4-{[2-(3-benzhydryl-6-chloro- 
lH-indol-l-yl)ethyl]sulfonyl)phenyl)propanoic acid or a pharmaceutically acceptable 
salt thereof. 

14. A compound of Claim 1 which is 4-{[2-(3-benzhydryl-6-chloro-lH- 
indol-l-yl)ethyl]sulfonyI}benzoic acid or a pharmaceutically acceptable salt thereof. 

15. A compound of Claim 1 which is 4-[2-(3-benzhydryl-2-methyl-lH- 
indol-l-yl)ethoxy]benzoic acid or a pharmaceutically acceptable salt thereof. 

16. A method of inhibiting the phospholipase activity of an enzyme in a 
mammal in need thereof comprising administering to said mammal a therapeutically 
effective amount of a compound of Claim 1, or a pharmaceutically acceptable salt 
thereof. 

17. A method of treating or preventing an inflammatory response in a 
mammal in need thereof, the method comprising administering to said mammal a 
therapeutically effective amount of a compound of Claim 1, or a pharmaceutically 
acceptable saU thereof 



18. The method of Claim 17 wherein the inflammatory response is 
associated with inflammatory bowel disease. 



- 180- 
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19. The method of Claim 17 wherein the inflammatory response is 
associated with osteoarthritis, psoriatic arthritis or rheumatoid arthritis. 

20. A pharmaceutical composition comprising a therapeutically effective 
amount of a compound of Claim 1, or a pharmaceutically acceptable salt thereof, and 
a pharmaceutically acceptable carrier. 



